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as one another, bWt that have different sequence from the sequence of the single 
stranded nucleic acid molecules at the first location, and that are also hybridized 
to primers in a manner to allow primer extension in the presence of nucleotides 
and a nucleic acid polymerase; 

c) providing each location with a nucleic acid polymerase and a given labelled 
nucleotide under conditions that allow extension of the primers if a 
complementary base or if a WuraJity of such bases is present at the appropriate 
position in the single strandedNnuclcic acid molecules; 

d) detecting whether or not said labelled nucleotide has been used for primer 
extension at each location by determining whether or not the label present on 
said nucleotide has been incorporate*! into extended primers and if said labelled 
nucleotide has been used in primer extension this step involves detecting how 
many of said nucleotides have been used per extended primer; 

e) repeating steps c) and d) one or more times s^that extended primers each 
comprising a plurality of labels are provided; 

whereby the sequence of the nucleic acid molecules aKthe first and second 
locations is obtained by reference to the number and types^f nucleotides used in 
primer extension at these location. 



14. (Amended) A method according to claim 1, wherein the detection step is 
carried out without removing the nucleic aciovmolecules from the different locations. 



17. (Amended) \A method for sequencing nucleic acid molecules, comprising the 



steps of: 




a) providing at a first location a plurality of single stranded nucleic acid molecules 
that have the same sequences as one another and thai are hybridized to primers 
in a manner to allow primer extension in the presence of nucleotides and a 
nucleic acid polymerase-/ 
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b) providing at \ second location, which is different from the first location, a 

plurality of single stranded nucleic acid molecules that have the same sequences 
as one another, but that have different sequences from the sequences of the 
single stranded nucleic acid molecules at the first location, and that are also 
hybridized to primers in a manner to allow primer extension in the presence of 
nucleotides and a nucleic acid polymerase; 

c) providing each locatiomwith a nucleic acid polymerase and a given nucleotide 
in labelled and un labelled form under conditions that allow extension of the 
primers if a complementary base or if a plurality of such bases is present at the 
appropriate position in the single stranded nucleic acid molecules; 

d) detecting whether or not said mbelled nucleotide has been used for primer 
extension at each location by determining whether or not the label present on 
said nucleotide has been incorporated into extended primers, and if said labelled 
nucleotide has been used in primer extension, this step involves detecting how 
many of said nucleotides have been used per extended primer; 

e) repeating steps c) and d) one or more times so that extended primers each 
comprising a plurality of labels are provi< 

whereby the sequence of the nucleic acid moieties at the first and second 
locations is obtained by reference to the number afr^ type of nucleotides used in 
primer extension at these location. 



21. (Amended) Amethod of sequencing a target nucleic acid comprising: 

(a) hybridizing the tareet nucleic acid to a primer whereby the target nucleic acid 
can serve as a template for extension of the 3' end of the primer; 

(b) incubating the hybridized target nucleic acid/primer with a polymerase and a 
type of nucleotide bearingVa label under conditions supporting template-directed 
extension or the primer if th^nucleotide type can be incorporated as the 
complement of a corresponding^ nucleotide of the target; 
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(c) 



(d) 



(e) 



(f) 



measuring^rst label incorporated into the primer to determine whether, and if 
so, by how ma^sbase increments, the primer has been extended by incoiporation 
of the nucleotide type; 

incubating the hybridized primer/target nucleic acid with a different type of 
nucleotide bearing a label\mder conditions supporting template-directed 
extension of the primer if the^ttfferent nucleotide type can be incorporated so as 
to be complementary to a corresponding nucleotide in the target; 
measuring incremental label incorpohited into the primer due to the previous 
incubating step to determine whether, and if so, by how may base increments, 
the primer has been extended by incorporatibq of the different nucleotide type; 
and 

repeating steps (b) - (e) so that extended primer comprising a plurality of labels 



are provided, until a desired portion of the target sequence can be determined 
from the incremental base additions to the primer. ^ 



REMARKS / 

Status of the application; and Claim amendment 

Claims 1, 2, 4-17, 21, and 23 arc pending and stand rejected in the application. 
With entry of this amendment, claims 1, 14, 17, and 21 have been amended. The claim 
amendments are for purposes of improved clarity or consistency of claim language unless 
otherwise noted. No claim amendment should be construed as an acquiescence in any ground 
of rejection. Applicants note that no new matter has been introduced by the claim 
amendments. 

The following remarks address issues raised in the Office Action. 

Claim Rejection: 35 U.S.C. § 112, second parag raph 

Claims 1, 2, 4-17 are rejected as allegedly being indefinite for the recitation of 
"type of nucleotides used" in the claims. The Examiner says that the meaning of the noted 
language is unclear and cannot be determined from the claims or specification. Applicants 
respectfully traverse this rejection. 



